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REMARKS 

Enclosed please find Figure 1 consisting of 1 (one) sheet marked in red to 
identify the changes thereto. A discussion describing the revisions and the support 
therefore in the originally filed disclosure is provided below. Also enclosed please find 
Figure 1 consisting of 1 (one) sheet of the formal drawing for the subject application. 
In accordance with 37 C.F.R. 1.84(c), identifying indicia are provided on the backside 
of the sheet. 

Applicants respectfully request that, prior to examination, Figure 1 be amended 
as shown on the marked-up version of Figure 1 and that pages 1 and 2 of the 
sequence listing be substituted with pages 1 and 2 submitted herewith. Applicants 
respectfully submit that no new matter is being added by the amendment of this 
figure and substitute sequence listing. 

^ Figure 1 was originally filed with 9 (nine) residues inadvertently deleted from 
each row on the right hand side of the figure as indicated in the marked-up version 
submitted herewith. New Figure 1 sets forth the complete sequence for each 
organism. Applicants respectfully submit that, with the exception of the Drosophila 
("fly") sequence, all the sequences in Figure 1 are known in the prior art, as described 
with genome database citations on page 3, lines 1 1-14 of the specification. Thus, one 
of ordinary skill in the pertinent art would have been able to obtain the correct 
sequences. In addition, the inadvertently omitted residues from the Drosophila 
sequence are described in the originally filed sequence listing in Sequence I.D No. 1. 
Thus, no new matter has been added by virtue of this amendment. 
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Applicants further request that pages 1 and 2 of the sequence listing be 
replaced with the substituted pages submitted herewith. The Sequence I.D. No.l in 
the original sequence listing was filed with 1 residue (K) inadvertently omitted in the 
second line of the listing (EIKSLED in the original should read EIKKSLED). This 
portion of the sequence was given correctly in the second line of the Drosophila ("fly") 
sequence in Figure 1 as originally filed and was also correctly shown in Figure 6B as 
originally filed. In addition, Sequence I.D. No. 2 in the original sequence listing shows 
the DNA sequence encoding the correct protein, enabling one of ordinary skill in the 
pertinent art to obtain the correct sequence. Therefore, Applicants respectfully 
submit that no new matter is being added by the amendment of this sequence listing. 

Should the Examiner wish to discuss the above amendment, the undersigned 
attorney would appreciate the opportunity to do so. 
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Applicants believe that additional fees are not required for consideration of the 
within Preliminary Amendment. However, if for any reason a fee is required, a fee paid 
is inadequate or credit is owed for any excess fee paid, you are hereby authorized and 
requested to charge Deposit Account No. 04-1105. 



Respectfully submitted, 



Date: 5 Z 0\ By: ft \ \fAAJA^ 

' 1 Qara Z. Loweyl (Reg. No. 38,227) 

©ike, Bronsfein, Roberts 8& Cushman, LLP 

Intellectual Property Practice Group of 

EDWARDS 86 ANGELL, LLP 

P.O. Box 9169 

Boston, MA 02209 

Telephone: (617) 523-3400 

Facsimile: (617) 523-6440 
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multiple sequence alignment 

; " - . w- r,i 

MSTL I P PPS KKQKKEAQLPREVAI I PKDLPNVS I KFQALDTGDNVGGALRvjpGAI SE KQL 

PQISVSEDENELG GSGILVPVDISTNEL 

MQETDTEQE AT PHT I QARL VYTGE E AGP P I DLpAG I TTQQL 

EEAAAGD-VQRLLVQFQDEGGQLLGSPFDVPVDITPDKL 

GSPFDVPVDITPDRL 

MKEDVGRLLIQFKNENGEGLGTPFDVPLDITPDKL 



EELLNQLNGTSDDPVPYTFSCTIQGKKASDPVKTIDITDNLYSSLIKPGYN: 

QILCNQLLGSR- - - FCLNNEFSVSG AEI VDS IRKSLEE IDFE r LKLV 

GLICNALLKNE EATPYLFFVGE DEIKKSLEDTLDLASVD T-ENVTDIV 

XLVCNALL-AQEEPLPLAFYVHD AEIVSSLGKTLESQSV-pTEKIVDII 

QLVCNALL-AQEDPCPLAFFVHD AE I VS SLGKTLE SQAV - 

QLVCNALL - QEED PVPLAFFVQD LE I VTSLDKTLEKQS V- 



3TEDQITLL 



3TEKVLDIY 
2TEKVIDII 



YTPRAVFKVKPVTRSSSAIAGHGSTILCSAFAPHTSSRMVTGAGDNTARHf)CDTQTPMH 
YQPQAVFRVRPVTRCSASIPGHGEPVISAQFSPDGRG-LASGSGDQTMRIWDIELELPLH 
YQPQAVFKVRPVTRCTSSMPGHAEAWSLNFS PDGAH - LASGSGDTTVRLWPLNTETPHF 

YQPQAVFRVRAVTRCTSS L 

-QPQXLFRVRAVTRCTS 

YQPQAVFKVRAVTRCTSSLEGHTEAVISVAFSPTGKY-LASGSGDTTVRFK DLSTETPHF 



* . * . * * * 



TLKGHYNWVLCVSWSPDGEVIATGSMDNTIRLWDPKSGQCLGDALRGHSKfc 
TCKSHKS WVLC I AWS PDATKI AS ACKNGE I C I WNAKTGEQ I GKTLKRH KQK I XXLAWQ 
TCTGHKQVAn.CVSWAPDGKRLASGCKAGSIIIWDPETGQQKGRPLSGHKKHINCLAWEPY 



TSKGHTHWVLSIAWSPDGKKLASGCKNSQIFIWDPSTGKQIGKPLTGHSKV\ ITWLCWEPL 



YSGSHDRTV 



LVKPGSKPRLASSSKDGTIKIWDTVSRVCQYTMSGHTNSVSCVKWGGQGLlJ^ 

TVKMWR ADDGVMCRNMTG - 

HRDPECR- KLASASGDGDCRIWDVKLGQCLMNIAGHTNAVTAVRWGGAGLliYTSSKDRTV 



HLNPESRY-LASASKDCTIRIWDTVMGQCQKILTSHTQSVTAVKWGGDGHjYSSSQDRTI 

RVWD INSQGRCINI LKSHAHVfVNHLSLSTDYALRI GAFDHTGKK PSfTPEEAQKKA 

-HAHWINTLALNTDYALRTSCFE P£K 

KMWR-AADGILCRTFSGHAHWVNNIALSTDYVLRTGPFHPVKDRSKSHLSlJSTEELQESA 



ITSLSWEPI 
P- 



VNPQE MSGSLEVLK 



KAWR - AQDGVLCRTLQGHAHWVNTMALSTDYVLRKGAFNPADAS - -A 
LENYEKICKKNGNSEEMMVTASDDYTMFLWNPLKSTKPIARMTGHQKLVN^VAFSPDGRY 
LKRYQAVCP DEVESLVSCSDDNTLYLWRN- 



- - INRMTGHMQLVNC WFSPDTRY 
-NQNKCVERMTGHQNWNE VKYSPDVKL 



EKALKRSNEVRGQGPERLVSGSEDFTLFLWAPAEEKKPLQRMTGHQALINE 



VLFSPDTRI 



IVSASFDNSIKLWDGRDGKFISTFRGHIASVYQVAWSSDCRLLVSCSKDT'] LKVWDVRTR 
IASASFDKSVKLWCGRTGKYLASFRGHVGPVYQVAWSADSRLLVSGSADST LKVFELKTK 
IASASFDKSVRLWRASDGQYMATFRGHVQAVYTVAWSADSRLIVSGSKDSI LKVWSVQTK 



I ASASFDKS I KLWDGKTGKFLTSLRGHVSAVYQI AWSADSRLLVSGS SDS1 LKVWDSKTK 



KLSVDLPGI KTKLY - VDWS VDGKRVCSGGKDKMVRLWTH 
SLYYDLPGHGDEVFTVDWS PEGTKWSGGKDKVLKLW - - 
KLAQELPGHADEVFGVDWAPDGSRVASGGKDKVIKLWAY 



KLLI DL PGHADE VYS VD WS PDGQRVASGGKDKCLRI WR K 



Try 



i 
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Sequence I.D. No.l: Drosophila Notchless protein 

MQETDTEQEATPHTIQARLVYTGEEAGPPIDLPAGITTQQLGLICNALLKNEEA 
TPYLFFVGEDEIKKSLEDTLDLASVDTENVIDIVYQPQAVFKVRPVTRCTSSMP 
5 GHAEAWSLNFSPDGAHLASGSGDTTVRLWDLNTETPHFTCTGHKQWVLCV 
SWAPDGKRLASGCKAGSIIIWDPETGQQKGRPLSGHKKHINCLAWEPYHRDP 
ECRKLASASGDGDCRIWDVKLGQCLMNIAGHTNAVTAVRWGGAGLIYTSSK 
DRWmWRAADGILCRTFSGHAHWVNNIALSTDYVLRTGPFHPVKDRSKSH 
LSLSTEELQESALKRYQAVCPDEVESLVSCSDDNTLYLWRNNQNKCVERMT 
1 0 GHQNWND VKYSPDVKLIASASFDKS VRLWRASDGQYMATFRGHVQAVYT 
VAWSADSRLIVSGSKDSTLKVWSVQTKKLAQELPGHADEVFGVDWAPDGSR 
VASGGKDKVIKLWAY 

Sequence I.D. No. 2: Drosophila Nle cDNA 

15 

aattcccaaaaaATGCAGGAGACGGACACGGAGCAAGAGGCCACGCCACATACG 
ATACAGGCGCGCCTCGTTTACACGGGCGAGGAAGCCGGCCCGCCAATCGA 
CCTGCCGGCAGGAATCACTACCCAGCAATTGGGACTGATTTGCAACGCGC 
TGCTGAAAAACGAGGAAGCCACTCCATATTTGTTTTTCGTGGGCGAGGAT 

20 GAGATCAAGAAGAGCCTGGAGGACACGTTGGACTTGGCGTCAGTGGACA 
CCGAAAACGTGATCGATATTGTGTATCAGCCACAGGCGGTTTTCAAAGTG 
CGCCCAGTGACAAGATGCACGAGTTCCATGCCGGGACACGCCGAGGCTGT 
GGTTTCGCTGAATTTCAGCCCGGATGGTGCTCATCTCGCCAGTGGAAGTG 
GCGACACCACAGTGCGATTGTGGGATCTTAACACAGAGACACCGCACTTC 

25 ACCTGCACAGGTCATAAGCAGTGGGTTCTGTGCGTATCCTGGGCTCCGGA 
TGGCAAACGGTTGGCCAGCGGTTGCAAAGCGGGCTCTATAATCATCTGGG 
ACCCGGAGACGGGTCAGCAGAAGGGGCGACCCTTGAGTGGGCACAAGAA 
ACACATCAACTGCCTCGCCTGGGAACCGTATCATCGCGATCCGGAGTGCA 
GGAAACTTGCTTCCGCCAGTGGAGACGGGGACTGCCGGATTTGGGACGTA 

30 AAATTGGGCCAGTGCCTTATGAACATTGCCGGACACACAAATGCTGTGAC 
AGCAGTGAGATGGGGTGGAGCGGGCCTTATTTATACATCCTCCAAAGATC 
GCACAGTGAAGATGTGGCGAGCAGCTGATGGAATCTTGTGCCGGACGTTC 
TCTGGCCAAGCTCACTGGGTAAACAACATTGCGCTGAGCACCGATTACGT 
CCTGCGCACTGGTCCATTCCATCCGGTGAAGGATCGCTCCAAGAGCCACC 



2 



t 
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TCAGTTTGAGCACTGAGGAATTGCAGGAATCTGCCTTGAAGCGCTACCAG 
GCCGTGTGCCCTGACGAGGTGGAGTCGCTGGTTTCCTGTTCGGATGACAA 
CACCCTCTATCTGTGGCGGAACAACCAGAACAAGTGCGTTGAGCGCATGA 
CAGGGCACCAGAACGTGGTCAACGATGTGAAATATTCGCCGGATGTAAAG 
5 CTAATTGCGTCTGCTTCATTTGACAAGTCAGTGCGTCTGTGGCGAGCCAGC 
GATGGTCAGTACATGGCCACCTTCCGGGGTCATGTGCAGGCTGTTTACAC 
GGTTGCCTGGTCCGCGGACTCCCGCTTGATTGTTTCCGGCAGCAAAGACTC 
AACTCTAAAAGTATGGAGTGTGCAGACGAAGAAACTGGCACAGGAGCTG 



1 0 TAG AGTTGCCTCTGGTGGCAAGGACAAAGTTATAAAGCTATGGGCTTATT 
AAcaaatcattaacttgtacacggtaagaaaatacttaggaataaagtaaaacgtcctgagtaaaaaaaaaaaaaaaaaaa 



CCTGGACATGCGGATGAGGTGTTCGGAGTGGACTGGGCGCCCGATGGCTC 



aaaaaaaaaaaaaaaaaaaaa 



